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Abstract of JP2003206240 

<P>PROBLEM TO BE SOLVED: To provide a sustained release composition containing a large 
amount of a physiologically active substance, suppressing the excessive initial release of the 
substance and keeping a stable release rate over a long period. <P>SOLUTION: The sustained 
release composition contains (1) a physiologically active substance or its salt in an amount of about 14- 
24% (w/w) based on the total composition, (2) a hydroxynaphthoic add selected from 3-hydroxy-2- 
naphthoic acid and 1-hydroxy-2-naphthoic acid or their salts and (3) a lactic acid polymer or its salt 
having a weight-average molecular weight of 15,000-50,000 and containing <=5 wt.% polymer having a 
molecular weight of <=5,000. The molar ratio of the hydroxynaphthoic acid or its salt to the 
physiologically active substance or its salt Is between 3:4 and 4:3. <P>COPYRIGHT: (C)2003,JPO 
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(57) t^*^] 

imm^fi) ( 1 ) mma^mznvxfi^ 1 4 % (w/ 

(2) 3-tKo:^f>— 2--^7bx®SJ3j:i/l-bH 
=^i^-^:7 bacKi7t(±-e<0JSij ii^ ( 3 ) o o 
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^fi5 0 0 oiiLT(om^-tm&m^5m&%aTr'$> 

mM.^^=PSi 1 5 0 0 0 — 5 0 0 0 Oeo?LKS-& 
41 5 000— 5 0 00 OcO?Le*^ty::{i-?-<OJS<?) 

*jj:t/iH?fi5 0 0 o^XT<r>m^^^m.im3m&% 

ITfX'hh. afiT%«^fil 5 0 00 — 5 00 0 OCT) 

&i^*-r s w i: sri^f: -r -5 if35^ 2 9 iBi8«oa?»ea 

fe«i:;t{±-?-iOJSSr-^#^-S.*^T-&Sii^3 oie 

t<nf&Tihhm^m3 oiej2coisjt&. 

[Ii^^3 3 ] ii^:^ 11 — 13 <7>K^-ttii}^ 1 JSlcffi 
[|»*3S3 4 1 «*JS2 1 il^^a 2 2lSB!<7)#SSc14ffl 

irn^m 3 5 ] rns^ 2 1 ^ y^t* 2 2 teacosssttts 
[ 3 6 ] im\Mmi.zn lt , it^Ji 2 1 ml 7t ti 

2 2iefiJc7)^«C'l4ffl^9^c7):g-S6ft$rS-^-r-& ^ 

[ig^JS3 7 ] m\Mmi,zni-x. nim2 1 

2 2fei6cO^Scttfflfi)t??!lt7)^S!;SSrJ5#-rS C t 
[0001] 

[0002] 

T-b;U^coSWi: LT^fflT-fc^. C:cO«tf^«s|*I^i-fl¥ 
^^S-^ftcSr-^tftcO^ (^^^1 l-269094# 



i S ffl V %T t ^/o *^ -^fi£$ fL/c t «7)-?-<7) S S T'{±5|^ 

wmmmttLx^mr^zbi}<mt^tit:, 

ta^mm^m. *m:LX'i^^ixf:ii>(r>li. 3§^^ 
SixTV^«.3S^^c(Cj>S . «M^7 - 9 7 3 3 4#i^«(= 

ifc'i4»a'i*3 ±t^-eco»5sa*«ra^ s <it v ^ s . g b 2 2 

09937-^. GB2 2 34 1 6 9-f-, GB22348 
9 6-^. GB2257 909^^fgi>J:t/EP626 1 
7 0A2#ii«ltC{i. giB^SllSbJt'^r^H. 

iXTt-^-S.. WO 9 5/1 57 6 7-f-<&?8(C{i. cetrorel 

ix (iii-mT>''f^—:^h) cojLy7f.>m^ (''^'=eK 
me^^tix^^h, 

[0003] 

^^M-^&x'-it^L, A^-^^coujm&mmmirwmLx 

[0004] 

tm^^mzm^MiM^^in-^tziSM. ±t^\*i^mit^ 

mti^soo oaT<r>i,<r>ff)-^m.^iSM^-±i>ztizj: 
0. im^^m.tt!,^mzLm\'^, ?mm-^i*i^fzii^<r> 

{±^c^m^^m-^ Lifyfz^m^tmmtK f-m.mzi>±m 
■iSiSi^'Sim-^Ax-no&ttz t *«t:'# , *-':>^cr)W& 
m'imii^i[iiimLx^mzi:>fzi,^^Lfzigitiimmim 

m.m^wm^-±hmz±mmimi^t: b ^^o^i^-^7 h 
jLm^^^-^&zk tzx K)^mimmwt:mi^skX'm. 

izmm^mxLfzm-^ii, ?iwm-^wt.fzii^ff)mi)i^ 
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(27) mtmx'$i^±Mi ( 1 1 ) — ( 1 3 ) co\,^-nx 

(2 8) ^mmitV!!i'Mttiii-^<r)m. tij:u^&s o 
0 0 JUTios-^-§-*s*>'it; 5 m&%mTX'$) ^ . mm. 

^^^i-^-fi 1500 0 — 5000 0<r)mMB-^ttzli 

le { 1 1 ) tmcomimm&mco^mm. 

(29) ^m&tmn±tzi±-?:<r>^. b HD=^ri^-^7 h 
j:ie^/S{i-?-coig. i^J:tX3i•^S5 0 0 0mTcOS^ 

#*a*^'f«7 5afi%mT-c^) s . mM.^i^-i^T& i 5 o 

0 0 — 500 0 OtOfLKS^f+c^Ttti-ecOiBcDii^jS*^ 
«b^SSESr^-r.6.1i:S:!^i:-r«.Jiie ( 1 2 ) ie«i<0 

( 3 0 ) b KDdf hXl!tyiti-?-<?5«, *3 ilXtJJ- 

^fi5 0 0 OJJiT<7)«-&f*-^^»3&>'*1;5ai%lJlTfft 

1 5 0 0 0—5 0 0 0 Oio?iB!a-^ 

flesh's t4-e<7)^Sr-&WI>W«J§«E^?S:c±aiS1±!t5!« 

i>zt s-#jSi:-r-&±ie (29) tmco^in^fiSLm<r> 

(±-?-«oJSS:-^^-r&7}c^-<:-$>€.±iE (3 0) sm<rm 

(32) ^svgtti*)«<7)^*>'jaj^^*Jt«±Kt<?)ts-r 

Jiie ( 3 0 ) lescoigjga. 
( 3 3 ) ±ie ( 1 1 ) — ( 1 3 ) cov%-rix35n JBicteis 

( 3 4 ) ±iE ( 2 1) ttilt (22) ie«gcO|^iS14iajs£ 

( 3 5 ) jiie ( 2 1 ) ttzii (22) teigo^tftttafig 

LT -6 gB^m^«5f^S%^R6?PJ . 

(36) mwmmzMLx. Jiie ( 2 1 ) ^fzn ( 2 

(37) miMmitznLx. ±ie ( 2 1 ) ^tzn ( 2 

[0 0 06] $e>iz^ ^^li. 

( 3 8 ) b Ko=^>'-^7 ^xB!^;t^i•?■<Oig<73ie•^«*^ 

7^)U^ iP^ L<{4*<71— *<>2^;l'-C&&Jiie (12) 
?LiEM-a^*:ii<:<4-eiOiefc<J:tKb ^'Q^>"^7 hx 



(29) feiBo^&sm«*&ioKJt«, 

( 4 0 ) b FodE-i^-^7 hX^^/cti-C-cO^fr-^tfja*: 

(29) ie®<7)^ftttifflfig^*)cos?itffi, 

(41) jgSK<7)|^&A57k'4'iaS«T'^)&±ie (39) 

(4 0 ) im<^^mmma<owb^mtct'i:mm 

[00 07) 

Vamt L < . ^i-^fi»«>3 O 0~«<J4 0 . O O 0 . »^ 
t<<±*<;4 0 0— *t73 0, 00 0. $^>(cSf^L<«4*«J 
5 0 0-^2 0,00 OcO^S^Stt'^^'f- h'^irh'A^SHi 

>'Scai:i-v/l'^:>' ( LH-RH) , -(✓'J^IO'. y-?h>^ 

^'-f-:^. Bg^^Th/u^:;^, B^:g;^^^^:>'»ral*;^^:>-(G 
H-RH) , zrn^-^'^y. a:>jxo;K-f x-f-v, gij^ 

:^/l'i^h=^y^ 
hBSag^^l — b^*S*1±::^':^K^ot•>', Jiv 

h'>y. if-<^,-K-^x^>. -9--<^i^>-, -^^-f^^^Al; 
la^JgttS^- ja^JBSflSE^. MJS^JEH^, 3 0 

y. —ji.—u^yi^y. -^juu-^y. y^i^^—y. 't^ 

nm^mm^^. :i^y i^-^u ywui^m^^-t^^ 
-5.. ^^B^x-m^'^htL^^mm^mmi^rLSMX'^'j 

•Ct, ^^F^mznm-^tihmx-3b-oX i.J:'^'^. Z<r>J: 
(^J- m^. fij^lg, 5^- ^'^K^) - 

(^r«ioiaiSis?i:fc«-.-r&) (^j, ^j^n^'K. if 

T-ob-TTvB!. hy:7;P3j-oKiS»?) ^if4:«7)Jg*« 
S:*-r-&*8^. lii8*SS (*l«a«oaSBi®Sfc t«rrs ) 
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'J — (European Journal of Biochemistry) ^138^, 9 

~3 7M (1984^) ) {zjihB&^-^r^umm^miziHf 

[00 11] *^BHl=fflV''^>ixSb Ko^i^^^hiS? 
i/-;I^S«0<3[S*^-^7 U^mcT) 1 (Sfc 2 ^JT'^S -f^T-'f 

pKa (pKa = - 1 ogioKa. Ka<±B!fif?E^a^ 

;U3-;i/SllcnrS&j ttiflfllifcf^rJ'y-yHrStLT 1 O 

yhJi^Mtt^lscOpKafcLTfi. 3-tHo^>--2 
— ^7hxK<;Dffi( pKa = 2. 708,-ft;^ffifl 

S^iSil K H2|5^k^^, ®^n4 4^9;^2 5H?I4t) 

co;^i*>*ai j^nx V .g. *^ t H cf df i^g?,ssssc7) 3 a<7)M 

14«s«0p K a €:itK-rs ^ i: I:: J: -3-C*ffl=5rfaiA3!)«»'^ 
ti^ , -r^ri^-fem - b H a=Jf v-^cmS®! i: P - b H D^p 
i^S,E#ffilOp K aAJ4UJLhTJ>S<?5tC:^f* LT o - b K 
n^^-^A^B? (HfUf-^l'S!) <OpKa ( = 2. 75 
4 ) tigSglc/h:?!,'". m-r-X. ±Sd.l 4 aiOSttf*:<^=5: 

;^^f:*S?S*^«S-&L;t. 3-b HD#i'-2— ^7 h 
oiB?, l-bHodfi^-2-■:^P'^JlS^^3J;t/f2-bF 

Ui^<?)3i2<7>l«gtC*B^*^. 2(afiOiJt3gtC^&;W;J<dp>' 

[00123 JJlTtc. :^a?Stt!t%re<?5b Hodf h 
( 1 ) b HDdr£^:>-7 hxS!i7)-i7KW«}§«^S-|flS 
-fr^. ycv^T'-^We^iSSrilLTigi^lObHaJf-i/^ 

7 h:t.wt^mi:i-fzm(,z^mismmt:fzii-^c7)^co^ 



(2) ^4^. W^m'&^^y^:^'7M,<7)^m>(7^yi 

^yi-z^mi^xti^ . ^tnz^mi^mant. 
tz\i^<r>m,<r>'^Ai-^mmmi:'MLx^tL Cy^ymam 
m^ym.itmi.z^x.h . isuRLfwgsaj^sc^fijjiTob 
vvi^i^-t-y vjimimtxmmL. <x^^x'wmLxi^ 
aj Litis*, '£^*j:m^izii7i(mLx , saa-^tfj: 

[00131 i^^^izm\^hixh^\sm-^^ {iXT. * 

0 0 0 J,:lT<OS-&«c-&Wi***<) 5 Sfi%JaT > »4 L < 

J4:}i^S5 0 0 0mTOS-^(*:^*i*^'*<7 5S«%UJlT 
Ofi-:>:Ji-^i3 0 O OiaTcr)a^(+:^*fi*<*<7 1 . 

smaxvxT. mzi^^ l- < ts^j-^s s o o o i.:jit<5os 

■a#^Wfi*«*??5Si%J;lT, *^fi3 0 0 OlUT^om 
^^^Jl^*!7 1 . 5 fifi%lUTt:'S) 0 aotH-^fi 1 O 

0 0 mTtOS^^*:** Jt36% 0 . 1 S«%jaT<0 1 OT 

500 0 — 50000, iffiL<i41 500 0 — 3 
0000, i'5»iL<{±l 7000 — 26000, «p 

L<J±1 7 5 0 0 — 2 5 5 0 OT-^bS. $^>(c, 
2|s^B^cO«;Sc't^g5'Jtcb Yu^i^i-y hxMti^-^Hx^j: 

1 5000 — 5 0000, jifilt<{±l 50 0 0—40 

00 OT'$>l-. 

[0014] 2t=f&Bj<7)?Liai-&*to]!S!pffc^^;^^^'* 

T'fc J: < , -^C0Sfi¥%»-^S(4il^ 1 5 0 0 0—50 
00 0 0, *fS L<{43 0 0 00— 1 OOOOOTJ) 

F Sr , S-rfL{±':J^ U 3 U F k , pji.»±'i/ 

HfnE:frat=Mt=;<?/l^^^i^7l'S*««ii$ir3"cb Fn^i^ 

(CT;iJf!^lfai^i^BBW000/35990^) , ^nm'y 
9 ^ Ftr JpSftTT«!« LT ^^m-^^-^h-fim 
mUiJ. Med. Chem. 16 , 897(1973)^) , mUiy 
9^Vhy'J^*J Fi:^^tfi-&^■^^--i.:^#*i*^f'^i^ 
S-^®tLTt±, 9^'^F^5:}§Bfi$-a:T«-&S; 

xm-^^izittmmm.^mffyti&n^. ^px-i^mm. 
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•^mmnmMMt. ^m&&^m<rmm. mm<r>mm. 

^y^}^ifM^cr)i^<7)m-^. mo. 001~*«?50S 
i%, «f^L<{±**jO. 0 2~*^4 0*JI%. XOnt. 
L<li*«70. 1~*«;3 0MI%. fikt>»±L<{±l«jl4 

~*«7 2 4 m&%X'^ 0 , n^y^ h'&^miSiim'Mt 

li-t<7)mcr>%^. ijitjO. 0 1-H^8 0Sfi%. »^L< 

jij^j 0 . 1 5 0 mM%X'h s . ^a*stt!i*iB<?> t h 

o^-^-^^ hJ:S!tI5-S-tf«-&-Ctlsi«5:aMJtT'J) 

^aatt'^.rf-K (mi,z (a) tH^-rs) i:bKo 

dfi^i-7hJ:lf ({R{c (B) tSr^S) i:<7)«S"^%L 

T^&^Bjtt«^!fe<7)J#^, (A) i: (B) kc7)mff)1a 
(,zMLX. (A) eDfiitbtiaa*>75~*<79 0ms%. 

^c7)iaA>-f<,i/'2~*t;2^;l', *«j3/4~*«74/3^ 
!|tt:if^L<{±*«?4/'5~*^6/'5^:;I^T-AS. 

[00203 ^^^ffymma<^m\i: . 

Ji^Sfc LT*a-«e!|%«7&>\ LTb Hodf 
ttiOb Hodf hxgr*<^S«tt^«i:»^-rS« 
J5 1 ^ if S: h i-^t Lt±i£giW<j§'l4J®tc-r 4 C: t 

iCb KDdrv-:?-:? (if ^ b<Ji:b HD=af b 



*). zix(:,i,±m.iSftV!m<om ^yiz^<o'i%^. 

?^>'$r#o7t:^k LTffi3iX&**\ if^m^mtcM^ 
mt LTfiiaiCJDiatCb ^'odr>'-^7 hxlg, ?LB!- 

[00211 4ffiR<OB!*9tqff-r«.J^{=J±, -S-^OfflfitH: 

t, J: & *5— <SWCc3SKcoJg*>-(g:5fce<j{3^f l> . b K a 
hxK<7)pKa{i. 0ij;e.lf, 3-bh'D^>'- 
2-i-yh:Lm<r>^tHi2. 70 8 (-fk^filK Sfi^ 
I I. 3*^1:^^^. rafn4 4^9^2 5B%?f) T'Jb 
•5. — 9LBl-^^Un-;PB|:;t>J=fv-C0X?/U-K^i- 

B!i7)pKa(=3.86*3t{i3.83)SrS^(;. ""g^^^x 
t= i S @*x:^;l'dEr-^^WJjp^ij-c-iS(a^figj t iOJS 

{i:^i6A>nTfc9Wffl-f-S:ik7!»^T'^S (Table 4.1 in 
"pKa Prediction for Organic Acid andBeises", D.D.P 
errin, B.Dempsey and E.P.Serjeant. 1981) . b Ho 

ApKa (OH) =-0. 90 
ApKa (x;^-r;W«^) =-1.7 

S«0 p K a . tC^g t ifiv ^XX-r^l^*S-&c7)^ 5: 

a^JKLT. pKa = p K a (aSfilJtti^'J 3-;PSl) 
-ApKa(0H) + ApKa(XX7^/l^-^) =3. 06 
^;^^(i3. 0 3i:3ta64>ft4. tS-^T, bHa=«f£^-^7 
hxR(i?LU <pKa = 3. 86 ) , ^^yn— /l« (p 
Ka=3. 83) , $';>t;{i?Lig-i5^U3--'H?5f 'Jr/" 
-7- j; 0 t5St^K-C-A«.*»f>. Jimf£!|%(4»T'(ib Ho 
^l^±y hxKi:*giv§tt?«J«k«O«30i>'<g$tfi<jlc:*fi£L 
TV->-?,i:#;?.<i>n. -5-cO*S<0!^*«. iffl^?«!)4'*''^0:* 

wck'mm.cnwim^^^umzTSi^-t^ t i^ti 

immmmw^cr>^x'mhi)Hz LtzJ:^ iz^m^m^± 
mii'immcomh lti±, mfiicr)^(,zi±±iimM-i^ 
oa—fi^:t'J::f-?-ii^r/=zy?—^*)h^mx-hh 

b Hodf hxg|<7>JS*5g|?^(cff^E^i.*Sm, -f-iO 
m^<7)m^m'?-i:^j:^t:tb. b Ho^£^-^7 bxls<7)iE 
t Ha:)? hxK«0^^i>ii/?L^^tisc7)jD7k^i- 
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[00273 Jiiew^lS. J: 'J n^nm 

j'h*tB<0?^ff*«^a:feig*<50jSaS«0««; 1/50 

-H^5^, $f*L<(±*^l/2 5— «U3«i:^i.j8gT 

O. 5%— 1. 5%C0i8«*>-«F*L,V%. ^^jffi 

kz.mM,h-yjm^m\.^i>i\.h, mux, yxi^^.^mmm, 

[0028] sugxstf , e^-isiiosftsruec^ttfxc 

>f >:'o;!5r-fe;i^i!|sic^tT, ii^o— ^«)2 4Sfi%T• 
^>i.. Si^c, '^>s-t'$)ix{f. m^-TA9 

V^. »tL<Ji. tt^M 0~2OiC^75^?a3lKiO^f1^T 



i^v>i§«KfflT-Jina-r-&. iraiSB^iativf ^'C7;<?r-<:y^- 
6 8^13, »SL<Ji*<;2 4^|g|~*1jl 2 0^fa, i^tc 

[0 0 29] (iUW/O/WS 
ai (ffl. >'':^ao;rf:J'i'. :5'on*;J^^. i'-^'oox:? 

mti£. i^i^ci\=i?(9y^^mmtLxm\'''tz 
iSr^. —mmziimo.5—itfj7oms.%, xok^^l 

y-yu. xtJ^y-zi'^) tfO^fSD SrS^Srr-S.. .~c^m-^ 

mSltf^yHmcopmizfUL, OOOfg, 
L<{±*<;2 — 1 OOfg, J: L<Ji*<J3~l Ofg-C- 
?#^,n;tW/Ox-7';P>'a ^OfiSSUEHti— JKW 
tCJ±*<7l 2~2 5*CT', $*Jl 0—1 0 , 00 0cpT\ 
iff* U<{4*<J1 0 0 — 5, 0 00 c pT-S>-&. !^lC*f* 
L<«4I<;5 0 0~2, 0 00 c pT'$>.S., iiCV^T, #^ 
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Ji. -iKWt3iiffiffltt^co*5 1 10, 000^. 

— V(Tween)80. *y>f — (T ween) 60, Th^X>'\-'>^— 

. ;try^^>-x^l/>'bv>'ta^^«t CHCD-60. H 
CO-50. H7t^^*/l-XD :S:if) . .-KU t'-;Utra«J F 

— /U, ^i^Ul — JU, TK::^! — ;^^i7)£0ryU 

wiiiJf. y^yi^^y. D>fi^>'. r/pdfji.v 



^L<(i^l//2 5-*t!3<St^^?gJgrfflu^fLl>. 
?tSEEPffl53»Ji: LT^>'-h-;P'^fflv^/L**i'^. 0. 5 

[0036] ^r«5f§iS^^"r^:6«hLT<i:, 

\i^^f\,^^ ^*--Ci>. ^>'— 1 — ;U:*>iffSST' ^> 
:::h-;l^c7)^|5gitS'JO;3sjDfiJi:. -^-f a;^?r-by^ 
^mc:*^LT. ffl«0-*^2 4*S%T'J>^. 

[00371 t,fz. Mmmm. 'S;^x^fL\t. ssjbet 

T^J:V\ Sf^L<(i:. »*1 0 — 2 0*CO#iaiSJScO 

^i^iic:tij:o^3o*c^».^iajKffiiii[*]TtiDia'r^, t 

5g:ij>4>4^^^;^'^xte^iaJSi: 0 1 O^C^v%iSJKKSI. 

^;<f^x|K^iagJ: 0 5-CiSl^iaJ^HT'lIDia-r-g>* iD 
fflB^^Jiv :^ n ^'-b ;Pc7)S:^ if tc J: T S=5: t 

LZ-wm. *^1 2^^-*1?l 6 8B*S. »^L<(i*^24 
B$^-*^l 2 0B*S. i^trif^L<ii*l;4 8^ra'-*«;9 

iaK^:^i:LT{i. ^J;iif. ijf[iSli> 



(as) )03-206240 ( P 2 0 0 3 -eiBSli 



2a3SJiUia^tTltfflLTt>J:v^. Z<r>XolzLm 

L. ms^m-r^, tL<ji. Boie ( i ) a) <o;>k+ 

[0042] {iiDmrn^mm 
le ( I ) cr)A«p^mmizMZWLLtz±mmimw^tni^ 

^I'SrfflV^T^ri — K^-'f-V- (i«l5Se«iSf) cofg^ 

( I ) <r)^^9mmx'^bwm<7)-tjm-c9i^i^'>f;i 
jts ( I ) <7>*«4Jie«i^trieKb3t*a?se%©*:t« 

S-^f*: S 7^^{4-eoSS:-f t?^«l>§«iE^ SrW;?. a - 

-f 7D^7--fe7l-cOSjtft ( I ) cO^K^ie^iaTtB^tlal 
«<7):^ a-CSfeif 5: fi= o fzmzWl^!^. ^ h l,z\,miSM. 

m^i/^<o^mm&^zMmvt:mmLiiiiii^mmx'^ h , <x 

2|s:5|BH«^a-igttif*J»iOb Hodfi^^^hJcUSS: 
[0043} (IV) 2;^-r-yr^ 

f^S. iS^ttS^i: Lru. ifrS ( I ) ( l ) (:§E«ei: 

^<r>)tmi. mrte ( I ) ( i ) «tcie®i:l^«Tj>a. 

^jk^<n^hh\A±^ixi.zm\:^h:)imifim\^htih. m 



tlh. ClcOidtcLTtfioiXJt^avSttiteKObKo^ 

/ux— f-zl-^) , liI)5fB?x;:?.-r;K^. SB!x^/P, » 

L < . #{C i^' o o ^ i'*^*? ilT'S) & . 
v^T-, »<i.ix/i^a«i«*i®<7)b Kn#i^-^7 hxiai 

O (J*ffl) /W (Tkffl) xv/Pv-gV^Srm^Hfitt*. 
i*fflt*'c^S«SrlSf6S-*, -^'f ^o^7xTSrlllig-^- 
flS-H|^>10. OOOte. i'9»^L<ti*<75fgJ-ittJ5, 
OOOflg, L<J4*«;l 0*&~iW 2. OOOfllf** 

SffilBiimiJ, *iJ:l^-e<Of*<7)|Sf8^4ffirfB < I ) ( i ) 

mizmmtmm-vh^, tr 

C;L.T^)§«ES:^fl$-ti-^^rffi. o-^'U-xn/r.-K 
Smi5eih5'J&flD;tTi,J:v^. ^^mRfiihS'lk LTf±, 05 

— )U. — X. yv^m. nrvyy 

nx 7 X T*>'|5]±*iM# v>^fM*if1inia LX-r^ 
^' ox 7 X r 4'«7)?K^i-fc J: t>'^ita^«<?)W5* Sr $ (::^T 
-aXtit^. Suia^iativ-f ^'DX7xT«ofi'£l:ifl:iJ: 

oTP^-i. tcoco. — JEW{::<±v-<i?ax7xTS«E5!>>' 

m^comiizmLtzm. 2^rs—^i e 8m^. n 

*b<{4*«J2 4^~*<>l 2 0B§ia, mc»*U<J4«> 

4 8^s~^ 9 6 ^^-c-abi. , v-f ox 

7 xTtfDm^*^*^— tc^BjaT-^ &:^T-«>ix<i'1tlClRS 



(a?) )03-206240 <P2003-40 



^<4^TjsaGPciig (my-(«c)sa : hlc-s i 

2 0 G P C ) Tif 5A(iSuperH4000X 2S.lXSupe 

rH200O«5Iixt>mv-(»)i8)Sr13ML, ^Klffli: LTx 
h^fc HO79>'*8SiS0.6iiiL/nin-C-fiefflL3t. iiSj, ISi 

ai^rSJi^llSiff^tc J: s t c^r-ft -i. , 

[0050] ##CTA 1 i^^g?L»a^f<s^O^B£ 
Bbk^i'W->'2 3 OmUCl . Omol Ai^i^^UKS'v 
^Vymm4. 1 mL, ?LKt e r t-rf-/H . 3 5 
«St/^DL-^:7f-F2 3 0gfS:2lD;e.. 120—130 
X:-rTfc«j2^IS«-^RJ55$-li:7t. RIEIJTII, RJEffllci'' 
^^oo^rJ'Vl 2 OmLS-^AL. hU :7;U^apS!2 

tci/^'aD^^VSOOmLSrJDXJfea, KRJCfflES-< 
yrobVPo:— 7";P2 8 0 0mL4'(CjS#\ Se^J^Srtt 

Tlfa:f8Sf^S:« OmL. Sfi^i^^i^*»4 0 0 0 0 

[0051] ##eiJB 1 

A 1 Tit '?>*t7tS-&f*:Sr i^:?'aa.><:J'>'600m 

^, 9 0%?LK7K)gS7 0gSr^nL, 'iOXZT^m^ 
:?oa;><:J'>-6 0 0inLi&^ALTRJCS:<?ih$ii:, R 



m o 1 T3!> •? , tJH^fi 5 0 0 0 JaT<OS^«£#Wfi«i 

7. 2 9Sfi%T'J>->;t. 
[00 521 ##0ilC 1 

##CTA 1 T^^^t/cfi-^S- i''^OD^:J'>'600m 

9 0%?LBbkJgS7 0sS-gaiDL, 4 0-CTRXE$ 

*i*«;2 0. 00 0i::5r-oy::t^'5T-Ma*T-?^aJt, =J 
^'onp<:J'>'6 OOmLSriiALTeUSSrffihS-fr, K 

roK'/l-x-v^;U2 8 0 0inLf*»CjffiTU, BWt-TS 

<X3ttfeiai|&$- i''^ ODpt ^ V 6 0 0 m LtC^J» L?tl*, 

mmi:W^. iaaLT?Liai-^i 6o«srf#/^. tt^, 

ix/j?LBra-^c05taig*yPd<^>';l^«{±«-&«£l 

[0 0 53] ##C>'JC2~6 

BS-^lfc«f-li-C5^-r. 
[00 54] 
[^1] 







1 


2 


3 


4 


5 


6 




40S0O 


43600 


40400 


43300 


38600 


55O0O 




22200 


22200 


22700 


22200 


I86D0 


27200 




22900 


22200 


21900 


22300 


19400 


28200 




i^tooo 


0.03 


0. 07 


0.00 


Q.OI 


0. 08 


0. 04 


1—3000 


0.95 


1.12 


0.87 


0. 09 


1.45 


D. 62 


J'-'SOOO 


3.86 


4.17 


3.89 


3. 92 


4.89 


2. SO 



Wfi*^*«J 5Sa%OTr* 0 . 4HFA3 0 0 OVXT<^M 
-&«c^^Jt*«*«; 1 . 5 m&.%VJTX'9> 0 , * fi^^f-S. 1 
0 0 0 £lT^7)a-^«s*:rS*^*«; O . 1 a«%JJlTT'* s 

[0055] (SI«fiWlA) b Ha^i^-^:7 hxB!$-^W 



D L -AKfi^ 2 . 500, 

g) 144. 4 g5ri^^'Da;>«^'>-l 1 1 . 7g-rjg^ 

vrzmmh., 3-t ^-D:^fi^-2--^7^xK7. 5g 

S-£^'^oo^:?>'l 7 5. 1 gfcit^xrJ'y— /H 3. 
5g-<:l§J»L:rcJ$?gl 4 7. 2g2rJg-&LT2 8. 7X; 

^<0^ra?§i«S?S*»'b2 74. 4g^fi'? 
EO. '<!.rf-HA(50ifBE*S2 4. 89gS-2 3. 47g 
LT 5 4 . 5 -CtwiDiS L;rc^KjSSi: 



(^9) )03-206240 < P 2 0 0 3 -03555 



y-i^/um^<rm&\M\IR&li 3.04 gT-HIJR^i: LT(i 
5 5. SJ^T^bO, '^r^HA^SWQ . 2 1%T-*.-3 

[00 593 mS&mB 3 

DL-fLSa-^ (J6S:^*^^H=^«2 1 . 9 0 0. ^'<. 
JUitMM.mizX S *yU;K=Sf 7 5. 8 // m o 1 / 
g>8. 1 0 gSrv-'r^ao^:?:^! 4. ISgT-^PL 

^y-i- ¥A<rnsmmo . 9 3 g s- o. 95 s<rmsykiz 

1f-Srffl»<V 2 5, OOOrpm, *tJ2 O^HoD^mw 

/Oa:-r;U$/3 i^Sr^-S^l 8. O'CtCfSffiLTiii-^y^ 
0.1% (w/w) /l^T-'Un— ;P (EG- 4 

0 , a^-^mL<^) >mis. i u •/ h/n*'tcit«;2 o«^ia 

■CSEAL, S-fflV%T7. 0 0 0 r p mT' 

«Jf LW/0/WJiv;Pj^3 i^fc L/C. i<7)W/0/W 
x.-7;U£^ 3 vSr 3 ^lamSfiSI* LT ^' aoy v-*? 

•^i!*-ei!6^L-CiS'C<» ( 0 5 PR- 2 2 : H I TA 

CHI)$-fflV>r2. 50 0rpm, 5^^T-7^ 

0 sirmaLxmmLfzmm^^mL. ^o^3o«ph 

*<j5 0°ClCT^SI£*sLT«i*t LT^#4>i^/c. ^'f ^' 
o^r-fe/l-S^sfeiOeSIlIJRfiJi 5.44 gTHllR^i: L 
T«45 4. 1 7%TS>'9; '<r-?-KA#fi{±8. 0 3% 

[00 60 3 ^flaiB4 

D L -fLSrS^ (fi«^i^^i-^«2 1 , 4 0 0. 9^ 
;Hk^*ffi(Ci; S ;&;U.1fdf 7 6. 1 m o 1 / 

«) 205. 5g*>'^'aa.>«:5'>'35 4. 3 
LtzmWiirO. 2;uinC07 -</P:J'— (EMFLOW, D 
FA4 20 1 FRP) -CjnS^jaL, 2 8. 8'CtC|Sfflf 
L3t. Cl^#l)5»«|®a[3 8 0.. 4g$-aOIR'3s '^T- 
^ K A<7)ifl!JS 16. llgfrie. 22 g«0^e*(=: 
jS»tT5 5. 4-ctcjniiLJt*jg«ti:ig^L.T l^J-0 
SW^LTm-fkL.!tSi5-5'¥-9--S:fflVv 10. 15 
0 r p m . 2 ^^C7)^(ZT fL-ft L W/ Ox-^/Pi^ a V 
SrJgBgL/c. <XV>r::<7)W/'OJCv;l.'i^ 3 VS: l 8'Clz 
i^mkiZ^ ^ibia. 7'CfciSiiILTl3V^fcO. 1% 
(w/w) :Kyb'::^;UT/l'r7— (EG-4 0. B^-^ 
^•fb^S) 7kJS?R2 5 'J >y h/U*(c3» 1 OB-'T^A 
b, HOMOMICLINE F LOW (1t«tc«-ft 
Sa>SrfflV'>T7. 0 0 1 r pmTiSJf LW/^O/WX.-? 
/l^i^a i^i; L/>:, .lOW/O/Wxv/t- 3 1 



8. 5X;T3 0^^iSSIiSL, -eof*2^ia3 0:J)-ia 
Sl^ L ^: V ^T-fiB* L T i^* ^' o a > >- ii j: l>'x y - 

Ttf^. 7 5 A£m<?DSra#c75l$vi$-fflUTra3SL. »:<,^T- 
jS'CM ( H - 6 0 0 S , llIMil'C>SS8) SrfflV^T 2 , 

0 0 0 r p m-vrnm^tz-?^ -^^a^y-^iuifiaSi^^x 

{cff^tJcL. 9 0//mOa^^tf0i$^^Srffli-'»-Cl?jaL/>; 
f*v>':::h-/H8. 8 5g«-8fe6DLr$§j»L;t»«te 

«fillI«3Z*»± 1 1 7 . 6g-C(51JR^i:LT{i6 8. 5 4 
^^TfcO. '^y-f-HA-^JKiT. 7 6%Xf>-yti, 

[006 1 3 ll:tefiaiB 5 

D L -?LKe-&«c (fi:a^%iHP»2 8 . 8 0 0. 
yWt^^tcJ: S;*/U;K=Jf i^/PSfi7 8 . 1 m o 1 / 
g)4. 8 0gSrv'':?oo.x^'>-7. 8 gt'^I^LTt^ 

mLtz*mmtm.-^L . 25. 

000rpm.*<;2 OS-^EIco^fl^tCTlUbLW/Oxv 

^*^15. 0"C{CPHfLTioWcO. l%(w/'w),1? 
U t'::^;UT/P3-/l. ( EG-4 0 , B*^^-ft:^) 

«gjai . 2 y «y h/U'pi,zif}2 os^rat-aEAL. 

■9-— Srffll-'>T7, 0 0 0 r pin-cm*¥LW/0/WX-7 
Jl-i^aytLtz. CLcOW/O/WXV/Ui^a >-i&3^IS 

5;«in<;Di$£fflV%TiiiaL-, iJCl^^T-^S^T'^i^bT^ 
'D«a <0 5PR-22 : HITACHI ) $-flav%r2. 

2 00 rpm, S^J^^T-e-f ^ aX?7'-t/P5:jtK$-»i-T 

izw-i^^iiL. -^y-h-fuo. sosirmaLxmrnL 

;HB>5Kco^4IaIiR«{i 3 . 4 2 g X'^Um i: LT (i 5 
3. 5 6%T*»'?. '^7'f-h'A*«{Sl 1 . 0 8%T-*> 

[0062] HK^B 1 

mi&mB 1 cieasiov'f ufiy-^ivme 9 m g * o . 

/l^a— X. 0. 3mgO/-Ky y/l/-^— hSO . 15mg 
<;Dv>'rih-/I^S:«?FjBL/clie*) (ci)-SjtLT7fflttti 
S D 5 -y hfOWSP^Tl: 2 2 Gi£Mf+T1S-¥-U7t. fS 

^'D;>&7'-fe/l'S-K')aiL. ^<??(t'i^'<7'^HA$r 



(SI) )0 3 



-206240 (P2003-E3S55 



0. PKf ^-:7'ai^tJ>'l 5. 8g5:16. 6gcoP 

im&Lfz mikmilO, OOOrpm) . iJ^^T-C: 

pLTi^v^TtO; 1% (w/w) .ifUb'-;UT;^r7-/U 
(EG-40. B^^^-fk^) +l%V^^-h-/U7K 
mm2 5V -/h)l'^lZ^L. HOMOMIC LI 
NE FLOW (nm^m) S:fflV^-C-»:?Ut;LW/ 
O/mUmt Ltz ( rJ^-b'^HEa*??? . 0 0 0 r p 
m. Slg;tt>'rilHKS^2 0 00rpm) . dcT^WXO 
/W?Ub?&^*^ 3 L . 7 5 mO^^li^: 

ffl^^^TiSjaL. i*:\.^T»c« (H-6 0 0S. msa 

Xmm\.fz {]mmo2 , OOOrpm. gE«4i^;6 0 0 
m 1 /m i n ) , JfmSiX?^^^ ^^^aX^^aiTJiiP'ScT) 

RIOMASTER, ^tfa^^) X^^W^mi^X^^ 

[00681 ^mci 



^m^lX^i^htltz^^ 9TD:^y^}Vf^l lOmg^ 
0. 3in 1 CO^SjdS ( 0. \ Smscr>^)V:ii^iy^^)l 
-b/Uo— X. 0. 3mgC0.'Ki;y;l^— K8 0, ISm 

tmSD^>yh (T^^^^&TiZ 2 2 Gi£ftf ttTJS-^ L/:: » 

^^\^x^(7y^^mrm\^x^itytzm^^^msiz 

IB 9 6.6^ 

2M 89. 8% 

49 84. 15^ 



miSt^h^M^-h^^^Xol^z^ ^y-^Y^Acon^^^St'JiL.xmi 
[0069] 



(51)Int.C1.7 aK'Jie-^ FI 

A 6 1 K 45/00 Z B P A 6 1 P 5/24 

47/34 13/08 

A6 1P 5/24 15/00 

13/08 15/08 

15/00 25/28 

15/08 35/00 

25/28 37/04 

35/00 43/00 111 

37/04 C 0 8 K 5/13 

43/00 111 C 0 8 L 67/04 

C 0 8 K 5/13 77/04 

C08L 67/04 C0 7K 7/23 

77/04 C08L 101/16 

// C 0 7 K 7/23 A 6 1 K 37/43 

C0 8L 101/16 37/02 



